To the Editor:
We found the study by Campbell et al 1 to be very interesting, and we believe that it deserves the full attention of the tissue engineering and vascular biology scientific communities. This study offers a promising way of growing self-compatible vascular replacements, at a time when the need for transplantable vessels increases constantly.
This approach was recently criticized in a Letter to the Editor published in Circulation Research, on the grounds that the cells covering the graft are not "true" endothelial cells. However, what Cebotari et al 2 documented was "a typical inflammatory reaction to the foreign body, and the cells present on the silastic tube surface are in fact inflammatory cells and do not carry a typical endothelial function." While replicating the major finding reported by Campbell et al, 1 ie, the repopulation of implanted graft scaffolds in the given time period, Cebotari et al found that the supposed endothelial cells stained positively for CD31 and CD18, two "specific markers for leukocytes." However, Cebotari et al also found that Ͻ5% of these cells were able to take up acetylated LDL.
In fact, Campbell et al 1 did not claim that the intimal cells in their construct were "endothelial" but rather "mesothelial." Nevertheless, these cells stained positively for von Willebrand factor and, as shown by Cebotari et al, 2 for CD31 (PECAM-1) as well. It can therefore be argued that the cells stained positively for two typical markers of endothelial cells. The other marker, CD18, suggests that these intimal cells may indeed be derived from leukocytes, either as a direct result of blood perfusion or as part of the foreign body reaction, as suggested by both the Campbell and Cebotari groups. 3 In any case, this mixed phenotype is indicative of a transdifferentiation process, which may be further stimulated 4, 5 and exploited.
On the basis of our previously published work, 4, 6 we find these data quite expected and not so damaging for the proposed application of the peritoneal-derived autografts, as the critics may believe. Significant evidence accumulated in recent years (see reviews 7, 8 ) has argued that peripheral blood mononuclear cells might contribute to angiogenesis in adult animals. In addition, these cells may become endothelial-like by transdifferentiation. Actually, the very notion of an "endothelial" phenotype tends to become more comprehensive under the pressure of many documented examples of vascular mimicry. 8, 9 Even if the intimal cells in the Campbell et al 1 model were to never become fully endothelial, the vascular graft maintains its patency. This offers a very promising advantage for vascular surgery. Instead of dismissing this opportunity on a theoretical basis, we would rather encourage the intensification of research in this field toward two practical goals: (1) accelerate the acquisition of more endothelial traits by preexposing the grafts to appropriate angiogenic factors; (2) find the reason for, and then take control of, the reported collagen denaturation and calcification of these composite grafts. 
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